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CLAIMS 



1. Amidines of fomiula (I) 
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and phannaceuticaUy acceptable salts thereof 
wherein Ar is selected from: 

3'-ben2oyIphenyi, 3'-(4-chloro-ben2oyl)-phenyi, 3'-(4-methyl-benzoyl).phenyl, 3'-acetyl- 
phenyl, 3'-propionyl-phenyI, S'-isobutanoyl-phenyl, 4Miifluoixanethanesiilfonyloxy-phenyl, 
4'-benzenesuIfonyloxy-phenyI, 4'-trifluoromethanesulfbnylanuiio-phen3d, 4'- 

benzenesulfonylamino-phenyl, 4'-benzenesulfonyteiethyl-phenyl. 4'-acetoxypheaiyl, 4'- 
propionyloxy-phenyl, 4»-ben2oyIoxy-phejiyl, 4'acetylamino-phenyl, 4'propionylammo- 
phensd, 4'-betizoylamino-phen>4; 
R is selected from 

- H, Ci-Cs..alfcyl, phenyl, C-Cs-phenyalkyl. C-Cj-cycloalkyl, Ci-Cs-alkenyi, C,-C5-aIkoxy; 

- a residue of fonnula -(CH2)n-NRHRb wherein n is an integer from 0 to 5 and each Ra and 
Rb, which may be the same or differ^t, are Ci-Ce-alfcyl, Ci-Cf-alkenyl or, alternatively, Ra 
and Rb, together with the nitrogen atom to which they are bound, forao a heterocycle from 3 
to 7 members of fimnula (11), 



wherein W re5»rKents a single bond, O, S, N-Rc, Rc being H, CrCe-aUcyl or Ci-Cs- 
alkylphenyl. ; 

R' isH, CH3.CH2CH3; 

R and R» can alternatively, fonn a heterocycle fium 5 to 7 membere of formula (m). 
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wh erein X re pr^ents a residue -0(CH2)n- wherdn n is an integ^ frcan 1 to 3, or a 

residue -(CH2)n- wh««n n is an integer firom 2 to 4, or the ethjdene residue -CH=CH-. 
Z. Compounds according to claim I selected jBrcmi: 
5 (R,S) (2-(4-isobutylph«iyl)propionamidine hydrocUoride 



( 



(-) (2-(4-isolmtyiphen^)propionamidine hydrochloride 
(R,S) 2-(3-bearo54phOTylXpropionaxBidine hydrochloride 
(R,S) 2-[(3-fluoro-4-phenyl)ph6n3d]in»pionamidine hydrochloride 
10 (p,S)2-(4-trifluoromeflianesulfbnyloxyphBn^)pn»pionamidine hydrochloride 

(TR,S) 2-(5-hoizoyl-2-diiophraie)propiojMimdine Iqrdro 

(R,S) 2-(4-isobutylphenyl)-N-[3"-(N'-piperidino)propyl]propionamidine dihydrocMoride 
(R,S)2-(4-lsobiitylphenyl)-N-methyi--propionamidinehydrodiloride 

(R,S) 2-(3-benzoylpheDyi)- N-[3-(N,N-dimethylamino)prqpyl]propionflmidine hydrochloride 
15 (R,S) 2-(4-isobutyiphenyl)propionanudinB acetate salt 

(R,S) 2-(4-isobutylphenyl)-N-[3-(N,N-dimefhylaniino)propyl] propionamidine 
(R,S) 2-(4-isobutylphenyl)-N-benzyl propionamidine 

C (R,S)3-[l-(4-i9obutylphCTyl)cthyi]-5,6HJihydro-2H-lA4-^^ 

(R,S)2-[l-(4-isobutylphenyl)ethyl]-4,5-dihydio-2H-l,3,iniidazole. 

20 3. Compounds according to claims 1 or 2, for use as medicamrats. 

Q\ Use of compounds according to claims 1 or 2 in the preparation of a medicament for the 

treatment of diseases that involve the dbemotaxis of human PMNs induced by interieukin-8. 

5. Use of compounds according to claims l or 2 in the preparation of a medicament for the 
treatment of psoriasis, ulcerative coKtis, melanoma, chronic obstructive puhnonary disease 

25 (COPD), bullous pemphigo, rheumatoid arthritis, idiopathic fibrosis, glomerulonephritis and in 

the prevention and treatment of damages caused by ischemia and reperfusion. 

6. Pharmaceutical compositions comprising a compound according to claims 1 or 2 in admixture 
and a suitable parrier thereof. 



O 



(+)(2-(4-isobutylph«iyl)propionamidinehydrodiloride 
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7. Use of amidines of jfonnula (J) 
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5 aad phannaceutically acceptable salts fliereo^ 

wherein At is a phenyl group non-substituted or substituted by one or more groiqis 
independently selected from halogen, C,-C4-Hlkyl, Ci.G,-alkoxy, hydroxy, Ci.C4-acjdoxy. 
pbenoxy, cyano, nitro, amino. Ci.C4-acylamino, halogen-C.-Cj-alkyl, halogen C.-Cj-alkoxy, 
benzoyl or a substituted or uusiibstituted 5-6 membered heteroaiyl ring selected ftom 
10 pyridine, pynrole, tiofene, fiiranev indole. 

R is selected fiom 

- H, C.-Cs-alkyl, phenyl, C,-Cs-phenyalkyl, C,-C5-cycloalkyl, Ci-Cj-alkenyl, Ci-Cs-alkoxy; 

- a residue of fbimula -<CH2)n.NRflRb wherein n is an integer from 0 to 5 and each Ra and 
Fb, viiiich may be the same or different, are C-Ce-alkyi, Ci-Cs-alkenyl or, alternatively, Ra 
and Rb, together with the nitrogen atom to which they are bound, fonn a heteiocycle from 3 
to 7 members of foimula (II), 



N 



00 



wherein W repres^ts a single bond, O, S. N-Rc. Rc being H, C-C^-alkyl or C,.C«. 
all£yiphen>i. 

R' isH,CH3.CH2CH3. 

R and R» can alternatively, form a heterocycle from 5 to 7 membera of fonnula (HI), 



CO. 
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(HI) 

wherein X represents a residue rQ(CH2)n- jyherein n is jm integer fitmi 1 to 3, or a 
residue -(CH2)n- wherein n is an integer fiom 2 to 4, or the ethylene residue -CH=CH- 
in the preparation of a medicament for the treatment of diseases that involve the cheanotaxis 
5 of human PMNs induced by interleukin-8. 

8. Use of compounds according to claim 7, wherein R is selected fiom 
-hydrogen 

- a residue of foimula -(CH2)„-NRaRb, wherein n is an integer fiom 2 to 3 and the group 
NraRb is selected fix>m N,N-dimethylamine or 1-piperidyl, and R* is H, or R and R' fonn a 
10 heterocycle of formula (lU), where X represents a residue -0(CH^ wham n is the integer 

1 or 2, or a residue -<CHz)2. 

9. Use of compounds according to claims 7 or 8 in the preparation of a medicament for the 
treatmmt of psoriasis, ulcwaiive colitis, melanoma, chronic obstructive puhnonaxy disease 
(COPD), bullous pemphigo, rheumatoid arthritis, idiopathic fibrosis, glomerulonephritis and in 

15 *epi^ntion and treatment ofdamages caused by isdhemia and rqjeffiision. 

10. Process for the preparation of compounds of fbnnula (D according to claim 1 comprising the 
reaction of a nitrile derivate of formula (IV). 



(IV) 

herein Ar has tbe same meaning as defined in claim 1, with an amine of jfotmuia NHR, 
0 herein R has the same meaning as defined in claim 1. 

11. Process for tbe preparation of compounds of formula (I) according to claim 1, wherein R and 
R* groups form an heterocycle of formula (HI), comprising the reaction of amidines of 
formula (I) wherein R' is H and R is H or OH, with a reagent of formula L-K-L', in the 
presence of a base, wherein L and L' are leaving groups, and, when R and R' are both H, K 
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represents a residue -(CH2)n- wherein n is an integra; from 2 to 4; whea R is OH and R' is H, 
K represents a residue -(CHOn- whezeiiin is an integer from 1 to 3. 
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